Delirium is the most frequent complication of hospitalisation for older people affecting around one-third [1] . Despite its frequent occurrence, delirium is undetected or misdiagnosed by doctors or nurses in up to two-thirds of cases [2] . In hospitals it has a high mortality (around 25%), increased morbidity, functional decline, extended lengths of stay and an increased requirement for institutional care [1] . In the paper by McDonald et al. [3] in this issue, the authors investigated the value of C-reactive protein levels (CRP) in predicting the incidence and recovery from delirium in an acute medical unit. Ninety-four acutely ill patients aged over 70 years were included in the study. Patients were assessed for delirium using the Mini Mental State Examination (MMSE) on admission and the Confusion Assessment Method (CAM) every 3 days. The CAM score has been established as a reliable, simple method for detecting delirium [4] . Twenty-six cases of prevalent delirium (CAM positive on admission) and six cases of incident delirium (CAM positive during hospital stay, but negative on initial assessment) were detected. Despite these small numbers, it was possible to show a statistically significant relationship between CRP and incident delirium. Furthermore, a low CRP and a higher initial MMSE were shown to predict recovery from delirium during hospitalisation. This study raises two intriguing questions. First, is CRP a marker for delirium? Second, will this observation help our clinical practice and improve care for patients with delirium?
Ideally, a biomarker should be specific to detect a fundamental feature of neuropathology and this should be validated in neuropathologically confirmed cases. The disease-specific biomarker needs to be reliable, reproducible, non-invasive, simple to perform and inexpensive. In the case of delirium there is a fundamental problem: the underlying pathology in most cases is mixed and complex, involving many cellular systems, and not all of them will have the same markers to denote cellular dysfunction and damage. CRP is a marker of systemic inflammation and, as well as being a possible marker for delirium, may give us important clues as to the neuropathology of delirium.
A recent neuropathological study [5] found close correlation between the level of CRP and activation of vascular endothelial cells, and perivascular cells using immunochemistry. This would suggest that inflammatory stimuli activates vascular cells. In dementia, even low-grade inflammation can enhance inflammatory signalling, and this may explain the vulnerability of older people with cognitive impairment to delirium caused by systemic inflammatory conditions. Preexisting brain degenerative changes, activated microglia and astrocytes produce a variety of pro-inflammatory molecules and these can raise the basal inflammatory level of brain parenchyma, and enhance inflammatory signalling to brain parenchyma from the periphery.
In the brain tissue, inflammatory responses are not restricted to astrocytes and microglia, but involve neurons too. Neurons not only respond to a number of inflammatory mediators but also produce many pro and anti-inflammatory molecules. Some inflammatory molecules are involved in the modulation of neuronal functions, such as neurotransmission. Interestingly, delirium is a frequent presentation in patients with senile dementia of the tangle type, characterised by an abundance of neurofibrillary tangles, in the absence of significant numbers of senile (amyloid) plaques [6] .
A high CRP is very common in older patients admitted to hospital, and elevated levels have been associated with depression and pain as well as with dementia [7, 8] . It is far too non-specific to be considered as a marker for delirium, but nevertheless this study suggests that CRP has a role in monitoring progress and predicting recovery. In the real world, geriatricians and psychiatrists of old age often have difficulty convincing our colleagues and junior staff that patients with delirium are sick and require our full attention, [9] and an elevated CRP will help raise awareness. Obviously, further work needs to be done, but thus so far the study by McDonald et al. [3] is the largest to be conducted in the elderly medically ill, in contrast to a previous study that was restricted to postoperative fractured hip patients [10] .
Detection and management of delirium in acute hospitals is an important quality issue [11] . We are a long way from being able to recommend CRP as a specific marker for delirium. The diagnosis of delirium remains clinical, based on recognition of an acute change in mental state with impaired concentration or conscious level. Geriatricians need to promote the recording of a mental test score as a vital sign in older people with equal status to pulse, temperature and blood pressure. CRP may be clinically helpful in raising awareness, monitoring recovery and predicting outcome. Further studies are required to see if CRP can be used in identifying and treating delirium in the community, as well as in hospital settings. 
